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Basis of the report 



With regard to the elements of the international application:* 
[X| the international application as originally filed: 



the description, 


pages 
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as originally filed, 




pages 
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filed with the demand, 




pages 
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received on with the letter of 


the claims, 


pages 


9 


as originally filed, 




pages 
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as amended (together with any statement) under Article 19, 




pages 
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filed with the demand, 




pages 
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received on with the letter of 


the drawings, 


pages 
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as originally filed, 




pages 
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filed with the demand, 




pages 
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received on with the letter of 


the sequence listing part of the description: 




pages 
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as originally filed 




pages 
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filed with the demand 




pages 


9 


received on with the letter of 



2. With regard to the. language, all the elements marked above were available or furnished to this Authority in the language in 
which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

| | . the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 

P^j the language of publication of the international application (under Rule 48.3(b)). 

\ | the language of the translation furnished for the purposes of international preliininary exarnination (under Rules 55.2 
and/or 55.3). 

3. With regard to any . nucleotide and/or amino acid sequence disclosed in the international application, the international 

preliminary examination was carried out on the basis of the sequence listing: 
jT^J contained in the international application in written form. 

[ | filed together with the international application in computer readable form. 

j - ] furnished subsequently to this Authority in written form 

| ~| furnished subsequently to this Authority in computer readable form 

| J The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

| | The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished 

4. Q^j The amendments have resulted in the cancellation of: 

[ | the description, pages 
| | the claims, Nos. 
P]] the drawings, sheets/fig. 

5. | | This report has been established as if (some of) the amendments had not been made, since they have been considered to 

go beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 



Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to in this 
report as "originally filed" and are not annexed to this report since they do not contain amendments (Rules 70.16 and 70.17). 

Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step 
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or industrial applicability; citations 


I. Statement 




| Novelty (N) claims 1-21 


YES 


Claims - 


NO 


j Inventive step (IS) Claims - 


YES 


Claims 1-21 


NO 


| Industrial applicability (IA) Claims 1-21 


YES 


Claims . - 


NO 



2. Citations and explanations (Rule 70.7) 
Novelty/Inventive Step 

The following documents were cited in the International Search Report: 
Dl Abstract 138:331354 
D2 Journal of Medicinal Chemistry 

Dl was published prior to the international filing date of the present application, but later than the priority date 
claimed. Under PCT guidelines, this document is excluded from consideration during international preliminary 
examination, however Dl is nevertheless included here for the purpose of information. This is based on the 
assumption that the claimed priority date is valid. Should this date subsequently be found invalid, then Dl may 
become relevant during national examination. 

The present invention relates to nitroaniline-based unsymmetrical mustard analogues and their use in 
gene-dependent enzyme prodrug therapy (GDEPT). 

D2 discloses various nitroaniline-based derivatives, which also find use in GDEPT. Compound 6 of this 
document falls within the scope of the present formula (T), but has been excluded from the claims by virtue of the 
proviso. Claims 1-21 are therefore novel. 



However, claims 1-21 are considered to lack an inventive step in view of D2. As previously indicated this 
document discloses the synthesis of the unsymmetrical analogue, compound 6. Given this information, it would 
be a routine matter for the skilled addressee to prepare other unsymmetrical nitroaniline derivatives. 



The applicant has stated that compound 6 was described 'as not sufficiently potent for a full biological evaluation 
to be conducted (see page 2, lines 21-24 of the specification). Whilst this comment is acknowledged, it is noted 
that the IC 50 ratio obtained for this substance (>295; see D2, page 1272, table 1) is comparable to, and in some 
cases greater than, the IC 50 ratio for.some of the compounds of the present invention (see page 39 of the 
specification, table 2). 

In the absence of any indication that the present nitroaniline derivatives possess some unexpected property or 
advantage over the prior art, claims 1-2 1 cannot be considered inventive. " ' 
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Vm. Certain observations on the international application 



The following observations on the clarity of the claims, description, and drawings or on the question whether the claims are fully 
supported by the description, are made: 

1 Claim 1 lacks clarity. The claim makes reference to the situation wherein R 1 , R 4 and R 5 represent a tertiary amine 
(see page 42, lines 10-1 1 and lines 19-20). However this is inconsistent with the preceding definition of R 1 , R 4 and 
R , wherein these groups are limited to optionally substituted alkyl. 



A similar objection applies to claim 6. 
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Supplemental Box 

(To be used when the space in any of t he preceding boxes is not sufficient) 
Continuation of Box V 



Industrial Applicability 

Claims 1-21 meet the requirements for industrial applicability. 
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